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3. REPORTING FACILITY ( Ust all locations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets if necessary ) 


FACILITY LOCATIONS ( Sites ) - See Atached Listing 


[ REPORT OF ANIMALS USED^BY OR UNDE^^O^^OL^F RESEARC^TAcI^TW^ttach additiona^heet^f^ecessarv or use 7023aT 


A. 

Animals Covered 

By The Animal 
Welfare Regulations 

B. Number of animal 
being bred, 
conditioned, or 
held for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not y€ 
used for such 
purposes. 

C. Number of 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no pain, , 
distress, or use O' 
pain-relieving 
drugs. 

D . Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals an 
for which appropriate 
anesthetic, analgesic, or 
tranquilizing drugs were j 

Used. 

E. Number of animals upon which teaching, experiments, 
research, surgery or tests were conducted involving i 

accompanying pain or distress to the animals and for wh 
the use of appropriate anesthetic, analgesic, or tranquiliz 
drugs would have adversely affected the procedures, res 
or interpretation of the teaching, research, experiments, 
surgery, or tests. ( An explanation of the procedures 
producing pain or distress in these animals and the reasc 
such drugs were not used must be attached to this report 

F. 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C+D+E) 
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1 2. Other Farm Animals 
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I ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing the care, treatment, and use of animals, ir>cluding apprr^riate use of anestetic, analgesic, and tranquilizing drugs, prior to, during, and following actual resei 
teaching, testing, surgery, or experimentation were followed by this research facility. 

2) Each principal investigator has considered alternatives to painftjl procedures. 


3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and app 
Institutional Animal Care and Use Committee (lACUC). A summary of ati such exceptions is attached to this annual report. In addition to identifying the lACUC-approved exceptions, this summary in< 
brief explanation of the exceptions, as well as the species and number of animals affected. 


4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use. 
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Column E Explanation 


This form is intended as an aid to completing the Column E explanation. It is not an official form and its 
use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required 
as part of an explanation. A Column E explanation must be written so as to be understood by lay 
persons as well as scientists. 

1. Registration Number 87-R-0022, Ibex Preclinical Research, Inc. 

2. Number of animals used in this study. 6 - Three separate dose escalation studies were conducted 
utilizing two animals each. 

3. Species of animals used in the study. CANINE 

4. Explain the procedure producing pain and/or distress. 

The category E protocols are Acute Maximum Tolerated Dose or dose escalation studies for new 
drugs being developed for human use. The purpose of this study is “to identify doses causing no 
adverse effect and doses causing major (life-threatening) toxicity. “ (from CDER, Guidance for 
Industry: Single Dose Acute Toxicity for Pharmaceuticals”, ppl-2 (1996). 

The procedure entails dosing with a predetermined dosage of a drug and evaluating for signs of 
toxicity. Animals are closely observed after dosing. After a drug wash-out period of at least two 
days, animals are dosed again at a higher dose, typically a dose 2-fold higher. This process is 
repeated until major toxicity is observed or until an animal receives 5 doses, whichever comes first. 
This is referred to as a dose escalation study in the FDA Guidance Documents (see item 2, 
paragraph 6 below.). The potential for unrelieved pain and distress is present in these studies, indeed 
the FDA regulatory documents require that a dose be identified that causes major, life-threatening 
toxicity. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 

means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see Item 6 below) 

Tests were Federally mandated, see Item 6. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 
Agency, 

1. Center for Drug Evaluation and Research (CDER)(FDA). Guidance for Industry; Single 
Dose Acute Toxicity Testing for Pharmaceuticals”, pp1-2, 1996. 

2. ICH Harmonized Tripartite Guideline: Guidance for Industry; M3 Non-clinical Safety 
Studies for the Conduct of Human Clinical Trials for Pharmaceuticals, pp. 1-7, (2000), 
FDA Center for Drug Evaluation and Research (CDER) and FDA, Center for Biologies 
Evaluation and Research (CBER). (Section IV, Single Dose Toxicity Studies allows for a 
dose escalation study to be used as an acceptable alternative to a single dose design) 
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